WHAT IS YOUR DIAGNOSIS? {#S0001}
=======================

A 46 year-old man was referred to this center with low grade fever and gradual progressive numbness of lower extremities since 4 months ago. He reported loss of superficial sensation of the distal aspect of the left foot started 4 months ago; it then extended to the right side and also both hands. He had no other symptoms or abnormal findings in recent months. Primary evaluations including laboratory analysis and imaging studies were unremarkable. He was a dentist, married, with three children, non-smoker and with no habitual history. His past medical history was insignificant with no history of recent travelling, exposure or transfusion. On admission, he looked well. Physical examination revealed low grade fever, pallor and loss of superficial sensation in feet and hands with no other significant findings. Laboratory analysis showed 11,000/mm3 white blood cells, 10 gr/dl hemoglobin and 300,000/mm3 platelet count, 80 mm/hr erythrocyte sedimentation rate with normal liver function tests, coagulation profile, serum lactate dehydrogenase, urinalysis, blood urea and creatinine concentrations. Angiotensin converting enzyme (ACE), antinuclear antibody (ANA), antineutrophil cytoplasmic antibodies (ANCA), serum protein electrophoresis and cerebrospinal fluid analysis were all normal. Brain and neck magnetic resonance imaging (MRI) were unremarkable. Electromyography and NCV study (EMG-NCV) were repeated because of gradual development of motor dysfunction when grasping and standing during admission and revealed severe motor nerve dysfunction. Chest x-ray showed reticular pattern in upper and lower lobes of the right lung. Chest computed tomography of the patient is shown in [Figure 1](#F0001){ref-type="fig"}. Scan of paranasal sinuses showed right maxillary sinusitis. Bronchoscopy was performed to evaluate lung lesions. A nodular endobronchial lesion was seen in right main bronchus. Histopathologic examination was non-specific and non-diagnostic. Following admission, multiple macular reddish lesions appeared on legs. Dermal biopsy showed perivascular infiltration. Finally a diagnostic procedure was performed.

![Chest x-ray and high resolusion computed tomography of the chest.](Tanaffos-10-075-g001){#F0001}

Diagnosis: Microscopic Polyangiitis (Polyarteritis) {#S20002}
---------------------------------------------------

Because of neural involvement detected on examination and EMG-NCV, sural nerve biopsy was performed and since the patient was highly suspicious for systemic vasculitis syndrome, serologic tests were repeated. P-ANCA was reported positive with 1:60 titers. Histopathologic examination of sural nerve revealed extensive vasculitis of small perineurial and epineurial arterioles of the vasa nervosum and also capillaries ([Figure 2](#F0002){ref-type="fig"}). Finally, based on constitutional symptoms, progressive polyneuropathy, skin rashes, pulmonary infiltrations, sinusitis, positive P-ANCA and compatible histopathologic findings of nerve and skin biopsies, diagnosis of microscopic polyarteritis (MPA) was confirmed.

![Histopathologic examination of sural nerve, H&E staining](Tanaffos-10-075-g002){#F0002}

Microscopic polyangiitis was initially considered a "microscopic" form of polyarteritis nodosa and was not definitely distinguished from it until the Chapel Hill nomenclature in 1994 ([@CIT0001], [@CIT0002]). MPA is defined as a systemic necrotizing vasculitis that clinically and histologically affects small-sized vessels (i.e. capillaries, venules or arterioles) without granuloma formation ([@CIT0003]). Involvement of small and medium-sized arteries may also be present.

Its main clinical symptoms were renal manifestations (78.8%), weight loss (72.9%), skin involvement (62.4%), fever (55.3%), mononeuritis multiplex (57.6%), arthralgia (50.6%), myalgia (48.2%), hypertension (34.1%), pulmonary involvement (24.7%), alveolar hemorrhage (11.8%), and cardiac failure (17.6%) ([@CIT0004]).

But in other series, peripheral neuropathy is found in only 14 to 36% of the cases; thus, occurring less frequently than in polyarteritis nodosa ([@CIT0003]).

Antineutrophil cytoplasmic antibodies were present in 38 of 51 in a case series (74.5%), of whom 33 had a perinuclear staining pattern (P-ANCA) and 5 had a cytoplasmic pattern ([@CIT0004]).

The rarity of abnormal angiogram findings and the high frequency of P-ANCA are characteristic of MPA ([@CIT0003]).

In MPA, diffuse alveolar hemorrhage as a result of alveolar capillaritis is the most frequent manifestation of respiratory involvement, and is clinically expressed as hemoptysis, respiratory distress and anemia. However, diffuse alveolar hemorrhage may also be subclinical and should be suspected when a chest radiograph demonstrates new unexplained bilateral alveolar infiltrates in the context of falling hemoglobin levels. Normal and high-resolution CT have a higher sensitivity than chest radiography for demonstrating airway, parenchymal and pleural lesions. However, many of these radiological findings are nonspecific; and therefore, their interpretation must take into account all clinical, laboratory and pathological data ([@CIT0005]).

Microscopic polyangiitis, Wegener\'s granulomatosis (WG), Churg-Strauss syndrome, and pauci-immune necrotizing glomerulonephritis have common pathogenic, pathological, and clinical features. All of them have limited renal form or systemic multi-organ involvement affecting upper respiratory tract, the lungs, the skin, or a number of other organs in various combinations ([@CIT0006]).

Both Wegener\'s granulomatosis and MPA are associated with ANCA and have similar features on renal histologic examination. Although MPA and WG share many pathogenetic and clinical features, there are a number of differences between these disorders. Histologic examination shows absence of granulomatous inflammation in MPA. WG is primarily associated with PR3-ANCA, while MPA is primarily associated with MPO (myeloperoxidase)-ANCA ([@CIT0007]).

The vasculitis in patients with MPA is pathologically indistinguishable from the vasculitis seen in Churg-Strauss syndrome. Asthma and eosinophilia distinguish Churg-Strauss syndrome from MPA ([@CIT0007]). However, marked peripheral and tissue eosinophilia may be seen in MPA as an overlap syndrome or a separate disease ([@CIT0008]).

ANCA serologies are also particularly useful in distinguishing MPA from classic polyarteritis nodosa. Although nearly three-fourths of patients with MPA are ANCA-positive, classic polyarteritis nodosa is not associated with antibodies to either PR3 or MPO ([@CIT0007]). Therapy relies on the combination of corticosteroids and pulse intravenous cyclophosphamide, which can be switched, as soon as remission is achieved, to azathioprine or methotrexate, for a total duration of treatment of at least 18 months ([@CIT0009]). Ten-year survival rate now exceeds 80%, but relapses are frequent. The precise place of new biologics, such as rituximab, needs to be further defined ([@CIT0009]). The effectiveness of rituximab was demonstrated in a single controlled trial, in which 197 adults with MPA or WG were evaluated ([@CIT0010]).

With the use of an alkylating agent, the rate of remission is about 75%, but relapses occur in about 30% of patients who achieve a remission, and in about 17% of patients after renal transplantation. Despite the improved outcome of patients with ANCA vasculitis in the recent decade, their long-term prognosis continues to be primarily determined by a rapid diagnosis, and prompt institution of therapy ([@CIT0006]).

Factors influencing remission, relapse, and overall survival include the type of immunosuppressive therapy used, pattern of organ involvement, presence of ANCA, older age and male gender ([@CIT0011]).

In this case, methyl-prednisolone pulse therapy was started for progressive neural dysfunction before the histopathology report, and after confirmation, cyclophosphamide was added to the regimen.

Clinical response to therapy was dramatic and gradually the patient was able to stand, walk and grasp.

Delayed positive P-ANCA after the third test, its 4-month duration, presence of polyneuropathy as the primary and dominant manifestation and absence of renal involvement were interesting findings in this case report.
